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— The MAILING DA TE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .1 36 (a). In no event, however, may a reply be timely filed after SIX (6) MONTHS from the 
mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 
• Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)1x1 Responsive to communication(s) filed on Jan 2 1, 2003 



2a) Ix) This action is FINAL. 2b) □ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 

Disposition of Claims 

4) !xl Claim(s) 85 and 91-100 is/are pending in the application. 

4a) Of the above, claim(s) is/are withdrawn from consideration. 

5) □ Claim(s) is/are allowed. 

6) 53 Claim(s) 85 and 91-100 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claims are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are a) □ accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

1 1) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some* c)D None of : 

1. □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
*See the attached detailed Office action for a list of the certified copies not received. 

14) 1x1 Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 
a)D The translation of the foreign language provisional application has been received. 

15) 1x1 Acknowledgement is made of a claim for domestic priority under 35 U.S.C. §§120 and/or 121. 

Attachment(s) 

D (xl Notice of References Cited (PTO-892) 4) O tnterview Summary (PT0-413) Paper No(s). 

2) CD Notice of Draftsperson's Patent Drawing Review (PT0-948) 5) O Notice of Informal Patent Application (PT0-1 52) 

3) □ Information Disclosure Stetement(s) (PT0-1449) Paper No(s). 6) □ Other: 
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DETAILED ACTION 



1. Applicant's amendment and remarks, and declaration under 35 
U.S.C. 1.132 of Inventor Gao filed 1/21/03 are acknowledged. In 
view of said amendment and remarks, the previous rejections under 
the first paragraph of 35 U.S.C. 112 have been withdrawn. In 
view of said declaration, the previous rejection under 35 
U.S.C. 102 has been withdrawn. 

2. Claim 85, and newly added Claims 91-100 are pending and 
being acted upon. 

3. The following are new grounds for rejection necessitated by 
Appl icant ' s amendment . 

4. Applicant has argued that the instant claims are entitled to 
the benefit of priority of C.I. P. parent application 08/872,527 
and provisional parent application 60/019,639. A review of the 
x 527 application shows that said application does not teach the 
gpll5:CD28 bispecific antibody construct. While the construct 
could be pieced together from long lists of bridging molecule 
components, there is no specific direction to produce a 
bispecific antibody consisting of CD28 and gpllS binding sites. 
Accordingly, Claims 96 and 100 are not granted the benefit of 
priority to the parent applications. 

5. The following is a quotation of the appropriate paragraphs 
of 35 U.S.C. 102 that form the basis for the rejections under 
this section made in this Office action: 

A person shall be entitled to a patent unless -- 

(b) the invention was patented or described in a printed publication in 
this or a foreign country or in public use or on sale in this country, more 
than one year prior to the date of application for patent in the United 
States . 

6. Claims 96 and 100 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Shi et al . (1996, previously of record) . 

Shi et al . teaches a method of preparing an immunogenic 
composition, comprising the steps of: providing an autologous 
target tumor cell, increasing concentration of primary T cell 
activation molecules or costimulatory T cell activation molecules 
in the target cell (treatment with cytokines IFNy and TNF) , 
providing a CD28:gpll5 bispecific antibody, attaching the 
antibody to the target diseased cell, and collecting a 
pharmaceutically effective amount of the target diseased cell 
with the attached bridge molecule. 
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The reference clearly anticipates the claimed invention. 

7. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the 
invention, and of the manner and process of making and using 
it, in such full, clear, concise, and exact terms as to enable 
any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and use the same 
and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

8. Claims 85 and 91, 92, and 94-99 are rejected under 35 
U.S.C. 112, first paragraph, because the specification, while 
being enabling for: 

a method of preparing an immunogenic composition, comprising 
the steps of: providing an autologous tumor cell, incubating said 
cell with IFNy and TNFa, providing a CD28:gpll5 or CD28:gp55 
bispecific monoclonal antibody bridge molecule, attaching the 
antibody to the tumor cell, and collecting a pharmaceutically 
effective amount of the target diseased cell with the attached 
antibody, 

does not reasonably provide enablement for: 

a method of preparing an immunogenic composition, comprising 
the steps of: providing an autologous tumor cell, incubating said 
cell with a cytokine , providing a CD28:gpll5 or CD28:gp55 
bispecific monoclonal antibody bridge molecule, attaching the 
antibody to the tumor cell, and collecting a pharmaceutically 
effective amount of the target diseased cell with the attached 
antibody, 

The specification disclosure is insufficient to enable one 
skilled in the art to practice the invention as claimed without 
an undue amount of experimentation* Undue experimentation must 
be considered in light of factors including: the breadth of the 
claims, the nature of the invention, the state of the prior art, 
the level of one of ordinary skill in the art, the level of 
predictability of the art, the amount of direction provided by 
the inventor, the existence of working examples, and the quantity 
of experimentation needed to make or use the invention. 

Regarding the breadth of the claims, the specification does 
not distinguish between cytokines, but rather simply lists 
essentially all cytokines that were known at the time of filing. 
For the claims to be enabled in their breadth, all cytokine would 
have to function in the claimed method, i.e., all cytokines would 
have to be interchangeable. It is well-known in the art that 
different cytokines have different structures, bind different 
cell types, and have different biological properties. Indeed the 
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term encompasses proteins that are not immunologically active in 
any sense. See for example, Janeway et al . (1994) wherein 
cytokines are defined as "proteins made by cells that affect the 
behavior of other cells." See also Appendix II wherein it is 
shown that numerous cytokines, e.g., erythropoietin or IL-10, 
would not be expected to have any effect on tumor cells or T 
cells. Accordingly, the claimed method must be considered to be 
highly unpredictable. Given said unpredictability, the method of 
the instant claims must be considered to require undue 
experimentation. 

Given the unpredictability of interchanging cytokines in the 
method of the instant claims, significant guidance, most 
convincingly, in the form of working examples would be required. 
It is noted, however, that the specification provides just a 
single working example in which no single cytokine is employed; 
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prior art teaches that IFNy increases MHC expression and that 
TNFa has inflammatory activity (see again Janeway et al . , 
Appendix II) . It is then logical that said combination would 
function in the claimed method. However, one of skill in the art 
would not expect other cytokines, e.g., erythropoietin, to 
function in the claimed method in the same capacity as 
erythropoietin is not known to possess similar capacities to 
induce immunomodulatory activity. Accordingly, given said 
unpredictability, the method of the instant claims must be 
considered to require undue experimentation. 

In re Wands, 858 F.2d at 737, 8 USPQ2d at 1404 (Fed. Cir. 
1988) indicates that the more unpredictable an area is, the more 
specific enablement is necessary in order to satisfy the statute. 
Thus, in view of the quantity of experimentation necessary, the 
lack of sufficient working examples, the unpredictability of the 
art, the lack of sufficient guidance in the specification, and 
the breadth of the claims, it would take undue trials and errors 
to practice the claimed invention. 

9. No claim is allowed. 

10. Applicant's amendment necessitated the new ground(s) of 
rejection presented in this Office action. Accordingly, THIS 
ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 
C.F.R. 1.136(a) . 

A shortened statutory period for reply to this final action 
is set to expire THREE MONTHS from the mailing date of this 
action. In the event a first reply is filed within TWO MONTHS of 
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the mailing date of this final action and the advisory action is 
not mailed until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period will expire 
on the date the advisory action is mailed, and any extension fee 
pursuant to 37 C.F.R. 1.136(a) will be calculated from the 
mailing date of the advisory action. In no event, however, will 
the statutory period for reply expire later than SIX MONTHS from 
the date of this final action. 

11. Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Dr. Gerald 
Ewoldt whose telephone number is (703) 308-9805. The examiner 
can normally be reached Monday through Thursday from 7:30 am to 
5:30 pm. A message may be left on the examiner's voice mail 
service. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner 1 s supervisor, Christina Chan can be 
reached on (703) 308-3973. Any inquiry of a general nature or 
relating to the status of this application should be directed to 
the Technology Center 1600 receptionist whose telephone number is 
(703) 308-0196. 




G.R. Ewoldt, Ph.D. 
Primary Examiner 
Technology Center 1600 
August 5, 2 003 



